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TI Preparation of acyloxydiphenylbutenylcinnamates as estrogen receptor 

modulator prodrugs . 
IN Eaddy f John Fred, III; Heyer , ^ Dennis ; Katamreddy, Subba Reddy; Martin , 

Michael Tolar; McClure, Michael Scott; Randhawa, Amaru t sas; samano, 

Vicente ; Ray. John Albert 
PA Smithkline Beech am Corporatio n, USA 
SO PCT Int. Appl. ; 78 pp. ~' 
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AB Title compds. (I; Rl = ACO, P03H2 ; A = alkyl, aryl, heteroaryl, 
cycloalkyl, aminoalkyl, alkoxy, alkoxyalkyl, haloalkyl, 

heterocyclylalkyl) , were prepared Thus, I (Rl = H) (preparation given) and 

Et3N 



in THF at 5° were treated with propionyl chloride in THF followed 
by stirring for 1 h to give 64% I (Rl = EtCO) . The latter orally in rats 
showed 86.6% bioavailability, vs. 5.7% for I (Rl = H) . 
IT 850005-11-7P 850005-12-8P 850005-13-9P 
850005-14-OP 850005-15-1P 850005-17-3P 
850005-18-4P 850005-20-8P 850005-21-9P 
850005-23-1P 850005-24-2P 850005-25-3P 
850005-26-4P 850005-27-5P 850005-28-6P 
850005-30-0P 850005-31-1P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(claimed compound; preparation of acyloxydiphenylbutenylcinnamates as 

estrogen 

receptor modulator prodrugs) 
RN 850005-11-7 CAPLUS 

CN 2-Propenoic acid, 3- [4- [ (1Z) -1- [4- ( 1-oxopropoxy) phenyl] -2-phenyl-l- 
butenyl] phenyl] -, (2E) - (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 850005-12-8 CAPLUS 

CN 2-Propenoic acid, 3- [4- [(1Z)-1- [4- (benzoyloxy) phenyl] -2-phenyl-l- 
butenyl] phenyl] (2E)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 850005-13-9 CAPLUS 

CN 2-Propenoic acid, 3- [4- [ (1Z) -1- [4- ( ace tyloxy) phenyl] -2-phenyl-l- 



butenyl] phenyl] -, (2E) - (9CI) (CA INDEX NAME) 
Double bond geometry as shown. 




RN 850005-14-0 CAPLUS 

CN Butanoic acid, 4- [(1Z)-1- [4- [ (IE) -2-carboxyethenyl] phenyl] -2-phenyl 
butenyl] phenyl ester (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 850005-15-1 CAPLUS 

CN 2-Furancarboxylic acid, 4- [(1Z)-1- [4- [ (IE) -2-carboxyethenyl] phenyl] 
phenyl -1 -butenyl] phenyl ester (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 
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RN 850005-17-3 CAPLUS 

CN 2-Propenoic acid, 3- [4- [(1Z)-1- [4- [[ (dime thy lamino) acetyl] oxy] phenyl] -2- 
phenyl-l-butenyl] phenyl] (2E) - , trif luoroacetate (9CI) (CA INDEX NAME) 

CM 1 

CRN 850005-16-2 
CMF C29 H29 N 04 

Double bond geometry as shown. 
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RN 850005-18-4 CAPLUS 

CN 5-Isoxazolecarboxylic acid, 4- [ (1Z) -1- [4- [ (IE) -2-carboxyethenyl] phenyl] -2 
phenyl-l-butenyl] phenyl ester (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 
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RN 850005-20-8 CAPLUS 

CN 2-Thiophenecarboxylic acid, 4- [(1Z)-1- [4- [ ( IE) -2 -carboxyethenyl] phenyl] -2 
phenyl-l-butenyl] phenyl ester, compd. with trif luoroacetic acid (10:1) 
(9CI) (CA INDEX NAME) 

CM 1 

CRN 850005-19-5 
CMF C30 H24 04 S 



Double bond geometry as shown. 
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RN 850005-21-9 CAPLUS 

CN 2-Propenoic acid, 3- [4- [(1Z)-1- [4- (3 -methoxy-l-oxopropoxy) phenyl] -2-phenyl- 
1-butenyl] phenyl] (2E)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 



MeO v O' 



RN 850005-23-1 CAPLUS 

CN Butanoic acid, 4 , 4 , 4- trif luoro- , 4- [ (1Z) -1- [4- [ (IE) -2- 

carboxyethenyl] phenyl] - 2 -phenyl - 1 -but enyl] phenyl ester, compd. with 



C0 2 H 





trifluoroacetic acid (20:7) (9CI) (CA INDEX NAME) 
CM 1 

CRN 850005-22-0 
CMF C2 9 H25 F3 04 

Double bond geometry as shown. 
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RN 850005-24-2 CAPLUS 

CN 2-Propenoic acid, 3 - [4- [ (1Z) -1- [4- (2 , 2- 
phenyl -1-butenyl] phenyl] -, <2E) - (9CI) 

Double bond geometry as shown. 

C0 2 H 
E 



dimethyl - 1 - oxopropoxy ) phenyl ] 
(CA INDEX NAME) 



RN 850005-25-3 CAPLUS 

CN Cyclohexanecarboxylic acid, 4- [(1Z)-1- [4- [( IE) -2-carboxyethenyl] phenyl] 
phenyl -1-butenyl] phenyl ester (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 850005-26-4 CAPLUS 

CN 4-Morpholineacetic acid, 4- [ (1Z) -1- [4- [ (IE) -2-carboxyethenyl] phenyl] -2- 
phenyl- 1-butenyl] phenyl ester (9CI) (CA INDEX NAME) 



Double bond geometry as shown. 



C0 2 H 




RN 850005-27-5 CAPLUS 

CN 1-Piperidineacetic acid, 4- [(1Z)-1- [4- [ (IE) -2-carboxyethenyl] phenyl] -2- 
phenyl -1-butenyl] phenyl ester (9CI) (CA INDEX NAME) 



Double bond geometry as shown. 
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RN 850005-28-6 CAPLUS 

CN 1-Piperazineacetic acid, 4-methyl-, 4- [ (1Z) -1- [4- [ (IE) -2- 

carboxyethenyl] phenyl] -2-phenyl-l-butenyl] phenyl ester (9CI) (CA INDEX 
NAME) 

Double bond geometry as shown. 




RN 850005-30-0 CAPLUS 

CN 2-Propenoic acid, 3- [4- [ (1Z) -1- [4- [ ( ethoxyc a r bony 1 ) oxy] phenyl] -2-phenyl-l- 
butenyl] phenyl] - , (2E)- (9CI) (CA INDEX NAME) 



Double bond geometry as shown. 




RN 850005-31-1 CAPLUS 

CN 2-Propenoic acid, 3- [4- [(1Z) -1- [4- [ (met hoxycarbonyl ) oxy] phenyl] -2 -phenyl- 1- 
butenyl] phenyl] -, (2E) - (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




IT 850005-16-2P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of acyloxydiphenylbutenylcinnamates as estrogen receptor 
modulator prodrugs) 
RN 850005-16-2 CAPLUS 

CN 2-Propenoic acid, 3- [4- [ (1Z) -1- [4- [ [ ( dime thylamino) acetyl] oxy] phenyl] -2- 
phenyl- 1-butenyl] phenyl] -, (2E) - (9CI) (CA INDEX NAME) 



Double bond geometry as shown. 




IT 850005-37-7P 850005 -4 5 -7P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of acyloxydiphenylbutenylcinnamates as estrogen receptor 
modulator prodrugs) 
RN 850005-37-7 CAPLUS 

CN 2-Propenoic acid, 3- [4- [ (1Z) -1- (4-methoxyphenyl) -2-phenyl-l- 
butenyl] phenyl] -, (2E) - (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 
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RN 850005-45-7 CAPLUS 

CN 2-Propenoic acid, 3- [4- [ (1Z) -1- [4- [ (chloroacetyl) oxy] phenyl] - 2 -phenyl- 1- 
butenyl] phenyl] -, (2E) - (9CI) (CA INDEX NAME) 



Double bond geometry as shown. 




L6 ANSWER 2 OF 2 CAPLUS COPYRIGHT 2007 ACS on STN 
AN ^£H1^4 3 0866 CAPLUS 
DN 135:235901 

TI Differential SERM activation of the est rogen receptors (ERct and 

ERp) at AP-1 sites ■ ' 

AU _ Weatherman, Ross V. ; Clegg, Nicola J,; Scanlan, Thomas S. 

CS Departments of Pharmaceutical Chemistry and Cellular and Molecular 

Pharmacology, University of California, San Francisco, CA, 94143-0446, USA 
SO Chemistry & Biology (2001), 8(5), 427-436 

CODEN: CBOLE2; ISSN: 1074-5521 
PB Elsevier Science Ltd. 
DT Journal 
LA English 

AB Background: The selective estrogen receptor modulators (SERMs) raloxifene 
and tamoxifen are triphenylethylene derivs . that affect transcriptional 
regulation by the estrogen receptors (ERa and ERP) but show 

different effects in different tissues. A third triphenylethylene derivative, 
GW-5638, displays tissue selectivity in rats identical to that of 
raloxifene, suggesting that GW-563 8 and raloxifene share a mechanism of 
action that is different from that of tamoxifen. Results: Both GW-5638 
and its hydroxylated analog GW-7604 were tested for their ability to bind 
to ERa and ERp and their ability to affect transcription of 
ERa and ERP at a consensus estrogen response element and an 
ER/AP-1 response element. The drugs were found to have the same affinity 
for ERa and ERp, although they were also found to activate 
transcription from an AP-1 promoter element more potently with ERp 
than with ERa. Derivs. of GW-5638 with alterations at the 
carboxylic acid still showed increased ERP potency compared to 
ERa, but the magnitude of the activation with ERa was much, 
higher than with ERp . Conclusions: Despite similar binding 
affinities to isolated ERa and ERp, GW-5638 and GW-7604 show 
markedly lower EC50 values with ERP at an AP-l-driven promoter as 
compared to ERa. This suggests that the two compds. produce a more 
active ER/AP-1 conformation of the ER/AP-1 transcription factor complex 
when bound to ERP than when bound to ERa. 
IT 361203-04-5P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation) ; RACT 
(Reactant or reagent) 

(differential SERM activation of estrogen receptors at AP-1 sites) 
RN 3 61203-04-5 CAPLUS 

CN 2-Propenoic acid, 3- [4- [1- [4- (1, 1 - dimethyl ethoxy) phenyl] - 2 -phenyl- 1- 
butenyl] phenyl] -, (2E) - (9CI) (CA INDEX NAME) 



Double bond geometry as described by E or Z. 
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